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3 <110> APPLICANT: Allan, Bernard 

4 Gregoire, Francine 

5 Lavan, Brian 

6 Moodie, Sho'nna 

7 Metabolex, Inc. 

9 <120> TITLE OF INVENTION: Methods of Diagnosing & Treating Diabetes and Insulin 
10 Resistance 

12 <130> FILE REFERENCE: 016325 -013900US 

14 <140> CURRENT APPLICATION NUMBER: US 10/516,635 

C--> 15 <141> CURRENT FILING DATE: 2004-11-30 

17 <150> PRIOR APPLICATION NUMBER: US 60/386,085 

18 <151> PRIOR FILING DATE: 2002-06-04 

20 <150> PRIOR APPLICATION NUMBER: US 60/386,331 

21 <151> PRIOR FILING DATE: 2002-06-05 

23 <150> PRIOR APPLICATION NUMBER: WO PCT/US03/17725 

24 <151> PRIOR FILING DATE: 2003-06-04 
26 <160> NUMBER OF SEQ ID NOS : 16 

28 <170> SOFTWARE: Patentln Ver. 2.1 

30 <210> SEQ ID NO: 1 

31 <211> LENGTH: 2312 

32 <212> TYPE: DNA 

33 <213> ORGANISM: Homo sapiens 

35 <220> FEATURE: 

36 <223> OTHER INFORMATION: human connective tissue growth factor (CTGF) cDNA 

38 <220> FEATURE: 

39 <221> NAME/KEY: CDS 

40 <222> LOCATION: ( 146 )..( 1195 ) 

41 <223> OTHER INFORMATION: CTGF 

43 <400> SEQUENCE: 1 

44 tccagtgacg gagccgcccg gccgacagcc ccgagacgac agcccggcgc gtcccggtcc 60 

45 ccacctccga ccaccgccag cgctccaggc cccgcgctcc ccgctcgccg ccaccgcgcc 120 

46 ctccgctccg cccgcagtgc caaccatgac cgccgccagt atgggccccg tccgcgtcgc 180 

47 cttcgtggtc ctcctcgccc tctgcagccg gccggccgtc ggccagaact gcagcgggcc 240 

48 gtgccggtgc ccggacgagc cggcgccgcg ctgcccggcg ggcgtgagcc tcgtgctgga 3 00 

49 cggctgcggc tgctgccgcg tctgcgccaa gcagctgggc gagctgtgca ccgagcgcga 360 

50 cccctgcgac ccgcacaagg gcctcttctg tgacttcggc tccccggcca accgcaagat 420 

51 cggcgtgtgc accgccaaag atggtgctcc ctgcatcttc ggtggtacgg tgtaccgcag 480 

52 cggagagtcc ttccagagca gctgcaagta ccagtgcacg tgcctggacg gggcggtggg 540 

53 ctgcatgccc ctgtgcagca tggacgttcg tctgcccagc cctgactgcc ccttcccgag 600 

54 gagggtcaag ctgcccggga aatgctgcga ggagtgggtg tgtgacgagc ccaaggacca 660 

55 aaccgtggtt gggcctgccc tcgcggctta ccgactggaa gacacgtttg gcccagaccc 720 

56 aactatgatt agagccaact gcctggtcca gaccacagag tggagcgcct gttccaagac 780 

57 ctgtgggatg ggcatctcca cccgggttac caatgacaac gcctcctgca ggctagagaa 840 
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58 gcagagccgc ctgtgcatgg tcaggccttg cgaagctgac ctggaagaga acattaagaa 900 

59 gggcaaaaag tgcatccgta ctcccaaaat ctccaagcct atcaagtttg agctttctgg 960 

60 ctgcaccagc atgaagacat accgagctaa attctgtgga gtatgtaccg acggccgatg 102 0 

61 ctgcaccccc cacagaacca ccaccctgcc ggtggagttc aagtgccctg acggcgaggt 1080 

62 catgaagaag aacatgatgt tcatcaagac ctgtgcctgc cattacaact gtcccggaga 1140 

63 caatgacatc tttgaatcgc tgtactacag gaagatgtac ggagacatgg catgaagcca 12 00 

64 gagagtgaga gacattaact cattagactg gaacttgaac tgattcacat ctcatttttc 1260 

65 cgtaaaaatg atttcagtag cacaagttat ttaaatctgt ttttctaact gggggaaaag 132 0 

66 attcccaccc aattcaaaac attgtgccat gtcaaacaaa tagtctatct tccccagaca 1380 

67 ctggtttgaa gaatgttaag acttgacagt ggaactacat tagtacacag caccagaatg 1440 

68 tatattaagg tgtggcttta ggagcagtgg. gagggtacca gcagaaaggt tagtatcatc 1500 

69 agatagctct tatacgagta atatgcctgc tatttgaagt gtaattgaga aggaaaattt 1560 

70 tagcgtgctc actgacctgc ctgtagcccc agtgacagct aggatgtgca ttctccagcc 162 0 

71 atcaagagac tgagtcaagt tgttccttaa gtcagaacag cagactcagc tctgacattc 1680 

72 tgattcgaat gacactgttc aggaatcgga atcctgtcga ttagactgga cagcttgtgg 1740 

73 caagtgaatt tcctgtaaca agccagattt tttaaaattt atattgtaaa tattgtgtgt 1800 

74 gtgtgtgtgt gtgtatatat atatatatat gtacagttat ctaagttaat ttaaagttgt 1860 

75 ttgtgccttt ttatttttgt ttttaatgct ttgatatttc aatgttagcc tcaatttctg 1920 

76 aacaccatag gtagaatgta aagcttgtct gatcgttcaa agcatgaaat ggatacttat 1980 

77 atggaaattc tctcagatag aatgacagtc cgtcaaaaca gattgtttgc aaaggggagg 2040 

78 catcagtgtc cttggcaggc tgatttctag gtaggaaatg tggtagctca cgctcacttt 2100 

79 taatgaacaa atggccttta ttaaaaactg agtgactcta tatagctgat cagttttttc 2160 

80 acctggaagc atttgtttct actttgatat gactgttttt cggacagttt atttgttgag 2220 

81 agtgtgacca aaagttacat gtttgcacct ttctagttga aaataaagta tattttttct 2280 

82 aaaaaaaaaa aaaaacgaca gcaacggaat tc 2312 

85 <210> SEQ ID NO: 2 

86 <211> LENGTH: 349 

87 <212> TYPE: PRT 

88 <213> ORGANISM: Homo sapiens 

90 <220> FEATURE: 

91 <223> OTHER INFORMATION: human connective tissue growth factor (CTGF) 

93 <400> SEQUENCE: 2 

94 Met Thr Ala Ala Ser Met Gly Pro Val Arg Val Ala Phe Val Val Leu 

95 1 5 10 15 

97 Leu Ala Leu Cys Ser Arg Pro Ala Val Gly Gin Asn Cys Ser Gly Pro 

98 20 25 30 



100 


Cys 


Arg 


Cys 


Pro 


Asp 


Glu 


Pro 


Ala 


Pro 


Arg 


Cys 


Pro 


Ala 


Gly 


Val 


Ser 


101 






35 










40 










45 








103 


Leu 


Val 


Leu 


Asp 


Gly 


Cys 


Gly 


Cys 


Cys 


Arg 


Val 


Cys 


Ala 


Lys 


Gin 


Leu 


104 




50 










55 










60 










106 


Gly 


Glu 


Leu 


Cys 


Thr 


Glu 


Arg 


Asp 


Pro 


Cys 


Asp 


Pro 


His 


Lys 


Gly 


Leu 


107 


65 










70 










75 










80 


109 


Phe 


Cys 


Asp 


Phe 


Gly 


Ser 


Pro 


Ala 


Asn 


Arg 


Lys 


He 


Gly 


Val 


Cys 


Thr 


110 










85 










90 










95 




112 


Ala 


Lys 


Asp 


Gly 


Ala 


Pro 


Cys 


He 


Phe 


Gly 


Gly 


Thr 


Val 


Tyr 


Arg 


Ser 


113 








100 










105 










110 






115 


Gly 


Glu 


Ser 


Phe 


Gin 


Ser 


Ser 


Cys 


Lys 


Tyr 


Gin 


Cys 


Thr 


Cys 


Leu 


Asp 


116 






115 










120 










125 









118 Gly Ala Val Gly Cys Met Pro Leu Cys Ser Met Asp Val Arg Leu Pro 
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119 




130 




135 










140 










121 


Ser 


Pro 


Asp 


Cys Pro Phe Pro Arg 


Arg 


Val 


Lys 


Leu 


Pro 


Gly 


Lys 


Cys 


122 


145 






150 








155 










160 


124 


Cys 


Glu 


Glu 


Trp Val Cys Asp 


Glu 


Pro 


Lys 


Asp 


Gin 


Thr 


Val 


Val 


Gly 


125 








165 






170 










175 




127 


Pro 


Ala 


Leu 


Ala Ala Tyr Arg 


Leu 


Glu 


Asp 


Thr 


Phe 


Gly 


Pro 


Asp 


Pro 


12 8 








180 




185 










190 






130 


Thr 


Met 


He 


Arg Ala Asn Cys 


Leu 


Val 


Gin 


Thr 


Thr 


Glu 


Trp 


Ser 


Ala 


131 






195 




200 










205 








133 


Cys 


Ser 


Lys 


Thr Cys Gly Met 


Gly 


He 


Ser 


Thr 


Arg 


Val 


Thr 


Asn 


Asp 


134 




210 




215 










220 










136 


Asn 


Ala 


Ser 


Cys Arg Leu Glu 


Lys 


Gin 


Ser 


Arg 


Leu 


Cys 


Met 


Val 


Arg 


137 


225 






230 








235 










240 


139 


Pro 


Cys 


Glu 


Ala Asp Leu Glu Glu 


Asn 


He 


Lys 


Lys 


Gly 


Lys 


Lys 


Cys 


140 








245 






250 










255 




142 


He 


Arg 


Thr 


Pro Lys He Ser 


Lys 


Pro 


He 


Lys 


Phe 


Glu 


Leu 


Ser 


Gly 


143 








260 




265 










270 






145 


Cys 


Thr 


Ser 


Met Lys Thr Tyr Arg 


Ala 


Lys 


Phe 


Cys 


Gly 


Val 


Cys 


Thr 


146 






275 




280 










285 








148 


Asp 


Gly 


Arg 


Cys Cys Thr Pro 


His 


Arg 


Thr 


Thr 


Thr 


Leu 


Pro 


Val 


Glu 


149 




290 




295 










300 










151 


Phe 


Lys 


Cys 


Pro Asp Gly Glu Val 


Met 


Lys 


Lys 


Asn 


Met 


Met 


Phe 


He 


152 


305 






310 








315 










320 


154 


Lys 


Thr 


Cys 


Ala Cys His Tyr Asn 


Cys 


Pro 


Gly 


Asp 


Asn 


Asp 


He 


Phe 


155 








325 






330 










335 




157 


Glu 


Ser 


Leu 


Tyr Tyr Arg Lys 


Met 


Tyr 


Gly 


Asp 


Met 


Ala 









158 340 345 

161 <210> SEQ ID NO: 3 

162 <211> LENGTH: 2330 

163 <212> TYPE: DNA 

164 <213> ORGANISM: Mus musculus 

166 <220> FEATURE: 

167 <223> OTHER INFORMATION: mouse connective tissue growth factor (CTGF) 

168 homolog cDNA 

170 <220> FEATURE: 

171 <221> NAME/KEY: CDS 

172 <222> LOCATION: (204) ..( 1250) 

173 <223> OTHER INFORMATION: CTGF homolog 

175 <400> SEQUENCE: 3 

176 agactcagcc agatccactc cagctccgac cccaggagac cgacctcctc cagacggcag 60 

177 cagccccagc ccagccgaca accccagacg ccaccgcctg gagcgtccag acaccaacct 120 

178 ccgcccctgt ccgaatccag gctccagccg cgcctctcgt cgcctctgca ccctgctgtg 180 

179 catcctccta ccgcgtcccg atcatgctcg cctccgtcgc aggtcccatc agcctcgcct 240 

180 tggtgctcct cgccctctgc acccggcctg ctacgggcca ggactgcagc gcgcaatgtc 300 

181 agtgcgcagc cgaagcagcg ccgcactgcc ccgccggcgt gagcctggtg ctggacggct 360 

182 gcggctgctg ccgcgtctgc gccaagcagc tgggagaact gtgtacggag cgtgacccct 42 0 

183 gcgacccaca caagggcctc ttctgcgatt tcggctcccc cgccaaccgc aagattggag 480 

184 tgtgcactgc caaagatggt gcaccctgtg tcttcggtgg gtcggtgtac cgcagcggtg 540 

185 agtccttcca aagcagctgc aaataccaat gcacttgcct ggatggggcc gtgggctgcg 600 
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186 tgcccctatg cagcatggac gtgcgcctgc ccagccctga ctgccccttc 

187 tcaagctgcc tgggaaatgc tgcgaggagt gggtgtgtga cgagcccaag 

188 cagttggccc tgccctagct gcctaccgac tggaagacac atttggccca 

189 tgatgcgagc caactgcctg gtccagacca cagagtggag cgcctgttct 

190 gaatgggcat ctccacccga gttaccaatg acaatacctt ctgcagactg 

191 gccgcctctg catggtcagg ccctgcgaag ctgacctgga ggaaaacatt 

192 aaaagtgcat ccggacacct aaaatcgcca agcctgtcaa gtttgagctt 

193 ccagtgtgaa gacatacagg gctaagttct gcggggtgtg cacagacggc 

194 caccgcacag aaccaccact ctgccagtgg agttcaaatg ccccgatggc 

195 aaaagaatat gatgttcatc aagacctgtg cctgccatta caactgtcct 

196 acatctttga gtccctgtac tacaggaaga tgtacggaga catggcgtaa 

197 taagggacac gaactcatta gactataact tgaactgagt tgcatctcat 

198 aaaaacaatt acagtagcac attaatttaa atctgtgttt ttaactaccg 

199 tatcccacca aagtgagaac gttatgtcat ggccatacaa gtagtctgtc 

200 actggtttcg agacagttta cacttgacag ttgttcatta gcgcacagtg 

201 cactgaggtg agtctcctgg aacagtggag atgccaggag aaagaaagac 

202 tgaggttatt ttaaaagcag cagtgtgcct actttttgga gtgtaaccgg 

203 tatagcatgc ttgcagacag acctgctcta gcgagagctg agcatgtgtc 

204 tgaggctgag tccagctgtt ctttaagaac agcagtttca gctctgacca 

205 agtgacactt gtcaggagtc agagccttgt ctgttagact ggacagcttg 

206 gtttgcctgt aacaagccag atttttattg atattgtaaa tattgtggat 

207 atatatatat atttgtacag ttatctaagt taatttaaag tcatttgttt 

208 tgcttttggg attttaaact gatagcctca aactccaaac accataggta 

209 cttatctgtg attcaaaaca aaggagatac tgcagtggga attgtgacct 

210 ctgtcagaac aaacaaatgc tgtgcaggtg ataaagctat gtattggaag 

211 agtaggaaat gtggtcaaat ccctgttggt gaacaaatgg cctttattaa 

212 gctcagggta aggtccgatt cctaccagga agtgcttgct gcttctttga 

213 tttggggtgg ggggcagttt atttgttgag agtgtgacca aaagttacat 

214 tctagttgaa aataaagtat atatatattt ttatatgaaa aaaaaaaaaa 

217 <210> SEQ ID NO: 4 

218 <211> LENGTH: 348 

219 <212> TYPE: PRT 
22 0 <213> ORGANISM: Mus musculus 

222 <220> FEATURE: 

223 <223> OTHER INFORMATION: mouse connective tissue growth factor (CTGF) 

224 homolog 
226 <400> SEQUENCE: 4 



227 


Met 


Leu 


Ala Ser Val 


Ala Gly Pro He 


Ser 


Leu 


Ala Leu 


Val 


Leu Leu 


228 


1 




5 




10 








15 


230 


Ala 


Leu 


Cys Thr Arg 


Pro Ala Thr Gly 


Gin 


Asp 


Cys Ser 


Ala 


Gin Cys 


231 






20 


25 








30 




233 


Gin 


Cys 


Ala Ala Glu 


Ala Ala Pro His 


Cys 


Pro 


Ala Gly Val 


Ser Leu 


234 






35 


40 






45 






236 


Val 


Leu Asp Gly Cys 


Gly Cys Cys Arg 


Val 


Cys 


Ala Lys 


Gin 


Leu Gly 


237 




50 




55 






60 






239 


Glu 


Leu 


Cys Thr Glu 


Arg Asp Pro Cys 


Asp 


Pro 


His Lys 


Gly 


Leu Phe 


240 


65 






70 




75 






80 


242 


Cys Asp 


Phe Gly Ser 


Pro Ala Asn Arg 


Lys 


He 


Gly Val 


Cys 


Thr Ala 


243 






85 




90 








95 
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ccgagaaggg 660 
gaccgcacag 72 0 
gacccaacta 780 
aagacctgtg 840 
gagaagcaga 900 
aagaagggca 960 
tctggctgca 102 0 
cgctgctgca 1080 
gagatcatga 1140 
ggggacaatg 1200 
agccaggaag 1260 
tttcttctgt 1320 
tgggaggaac 1380 
aacctcagac 1440 
ccagaacgca 1500 
aggtactagc 1560 
ggagggaaat 162 0 
ctccactaga 1680 
ttctgattcc 1740 
tggcaagtaa 1800 
atatatatat 1860 
ttgttttaag 1920 
ggacacgaag 1980 
gagtgactct 2040 
tcagatttct 2100 
gaaatggctg 2160 
ttatgactgg 2220 
gtttgcactt 2280 
2330 
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245 


Lys 


Asp 


Gly 


Ala 


Pro Cys 


Val Phe 


Gly 


Gly 


Ser 


Val 


Tyr 


Arg 


Ser 


Gly 


246 








100 






105 










110 






248 


Glu 


Ser 


Phe 


Gin 


Ser Ser 


Cys Lys 


Tyr 


Gin 


Cys 


Thr 


Cys 


Leu 


Asp 


Gly 


249 






115 






120 










125 








251 


Ala 


Val 


Gly 


Cys 


Val Pro 


Leu Cys 


Ser 


Met 


Asp 


Val 


Arg 


Leu 


Pro 


Ser 


252 




130 








135 








140 










254 


Pro 


Asp 


Cys 


Pro 


Phe Pro 


Arg Arg Val 


Lys 


Leu 


Pro Gly 


Lys 


Cys 


Cys 


255 


145 








150 








155 










160 


257 


Glu 


Glu 


Trp 


Val 


Cys Asp 


Glu Pro 


Lys 


Asp 


Arg 


Thr 


Ala 


Val 


Gly 


Pro 


258 










165 






170 










175 




260 


Ala 


Leu 


Ala 


Ala 


Tyr Arg 


Leu Glu 


Asp 


Thr 


Phe 


Gly 


Pro 


Asp 


Pro 


Thr 


261 








180 






185 










190 






263 


Met 


Met 


Arg 


Ala 


Asn Cys 


Leu Val 


Gin 


Thr 


Thr 


Glu 


Trp 


Ser 


Ala 


Cys 


264 






195 






200 










205 








266 


Ser 


Lys 


Thr 


Cys 


Gly Met 


Gly He 


Ser 


Thr 


Arg 


Val 


Thr 


Asn 


Asp 


Asn 


267 




210 








215 








220 










269 


Thr 


Phe 


Cys 


Arg 


Leu Glu 


Lys Gin 


Ser 


Arg 


Leu 


Cys 


Met 


Val 


Arg 


Pro 


270 


225 








230 








235 










240 


272 


Cys 


Glu 


Ala 


Asp 


Leu Glu 


Glu Asn 


He 


Lys 


Lys 


Gly 


Lys 


Lys 


Cys 


He 


273 










245 






250 










255 




275 


Arg 


Thr 


Pro 


Lys 


He Ala 


Lys Pro 


Val 


Lys 


Phe 


Glu 


Leu 


Ser 


Gly 


Cys 


276 








260 






265 










270 






278 


Thr 


Ser 


Val 


Lys 


Thr Tyr 


Arg Ala Lys 


Phe 


Cys 


Gly 


Val 


Cys 


Thr 


Asp 


279 






275 






280 










285 








281 


Gly 


Arg 


Cys 


Cys 


Thr Pro 


His Arg 


Thr 


Thr 


Thr 


Leu 


Pro 


Val 


Glu 


Phe 


282 




290 








295 








300 










284 


Lys 


Cys 


Pro 


Asp 


Gly Glu 


He Met 


Lys 


Lys 


Asn 


Met 


Met 


Phe 


He 


Lys 


285 


305 








310 








315 










320 


287 


Thr 


Cys 


Ala 


Cys 


His Tyr 


Asn Cys 


Pro 


Gly 


Asp 


Asn 


Asp 


He 


Phe 


Glu 


288 










325 






330 










335 




290 


Ser 


Leu 


Tyr 


Tyr 


Arg Lys 


Met Tyr Gly 


Asp 


Met 


Ala 










291 








340 






345 

















294 <210> SEQ ID NO: 5 

295 <211> LENGTH: 2345 

296 <212> TYPE: DNA 

297 <213> ORGANISM: Rattus norvegicus 

299 <220> FEATURE: 

300 <223> OTHER INFORMATION: rat connective tissue growth factor (CTGF) homolog 

301 cDNA 

303 <220> FEATURE: 

304 <221> NAME/KEY: CDS 

305 <222> LOCATION: (225) ..( 1268) 

306 <223> OTHER INFORMATION: CTGF homolog 

308 <400> SEQUENCE: 5 

309 cacagctctt ctctccaaga agactcagcc agacccactc cagctccgac cctaggagac 60 

310 cgacctcctc cagacggcag cagccccagc ccagtggaca accccaggag ccaccacctg 120 

311 gagcgtccgg acaccaacct ccgccccgag accgagtcca ggctccggcc gcgcccctcg 180 

312 tcgcctctgc accccgctgt gcgtcctcct gccgcgcccc gaccatgctc gcctccgtcg 240 

313 cgggtcccgt tagcctcgcc ttggtgctcc tcctctgcac ccggcctgcc accggccagg 3 00 



file://C:\CRF4\Outhold\VsrJ516635.htm 



7/12/05 



Page 6 of 7 



VERIFICATION SUMMARY DATE: 07/12/2005 

PATENT APPLICATION: US/10/516,635 TIME: 09:59:27 

Input Set : A:\-139.app 

Output Set: N:\CRF4\07122005\J516635.raw 

L:15 M:271 C: Current Filing Date differs, Replaced Current Filing Date 



file://C:\CRF4\Outhold\VsrJ5 16635.htm 



7/12/05 



